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1.  Introduction 69 

The World Health Organization (WHO) provides United Nations agencies with advice on the 70 

acceptability, in principle, of pharmaceutical products for procurement by such agencies. 71 

 72 

This activity of WHO aims to facilitate access to priority essential medicines that meet WHO-73 

recommended norms and standards of acceptable quality. WHO undertakes a comprehensive 74 

evaluation of the quality of pharmaceutical products, based on information submitted by the 75 

manufacturers of such products or other applicants, and on an inspection of the corresponding 76 

manufacturing facilities and clinical sites. This is done through a standardized procedure which 77 

is based on WHO-recommended quality standards. The quality of pharmaceutical products is 78 

obviously crucial for the safety and efficacy of such products. 79 

 80 

The pharmaceutical products found to meet the WHO-recommended quality standards are 81 

included in the list of medicines, as manufactured at the specified manufacturing sites, which 82 

are considered to be acceptable, in principle, for procurement by United Nations agencies. The 83 

list of prequalified pharmaceutical products is principally intended for use by United Nations 84 

agencies – including the Joint United Nations Programme on HIV/AIDS (UNAIDS), United 85 

Nations Children’s Fund (UNICEF) and United Nations Population Fund (UNFPA) – to guide their 86 

procurement decisions. The growing list of pharmaceutical products that have been found to 87 

meet WHO-recommended standards may, however, also be of interest to other organizations 88 

and countries wishing to engage in the bulk procurement of pharmaceutical products. 89 

 90 

Inclusion in the list does not imply any approval by WHO of the pharmaceutical products and 91 

manufacturing sites in question (which is the sole prerogative of national authorities). 92 

Moreover, inclusion in the list does not constitute an endorsement or warranty by WHO of the 93 

fitness of any product for a particular purpose, including its safety and/or efficacy in the 94 

treatment of specific diseases. 95 

 96 

2.  Glossary 97 

The definitions given below apply to the terms used in this procedure. They may have different 98 

meanings in other contexts. 99 

 100 

 101 
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active pharmaceutical ingredient (API) 102 

A substance used in a finished pharmaceutical product (FPP), intended to furnish 103 

pharmacological activity or to otherwise have direct effect in the diagnosis, cure, mitigation, 104 

treatment or prevention of disease, or to have direct effect in restoring, correcting or modifying 105 

physiological functions in human beings. 106 

 107 

applicant 108 

The person or entity who, by the deadline mentioned in the invitation, submits an expression of 109 

interest (EOI) to participate in this procedure in respect of the product(s) listed in the invitation, 110 

together with the required documentation on such product(s). 111 

 112 

contract research organization (CRO) 113 

An organization (commercial, academic or other) to which an applicant may have transferred 114 

some of its tasks and obligations in relation to the conduct of clinical studies with the product 115 

submitted to WHO for assessment under the current procedure. 116 

 117 

finished pharmaceutical product (FPP) 118 

A finished dosage form of a pharmaceutical product, which has undergone all stages of 119 

manufacture, including packaging in its final container and labelling. 120 

 121 

invitation for expressions of interest (EOIs) or invitation 122 

Invitation calling upon interested parties (e.g. manufacturers or other applicants) to submit an 123 

expression of interest (EOI) to WHO by a specified deadline for the purpose of participating in 124 

the WHO prequalification procedure in respect of the product(s) listed in the invitation. Such an 125 

EOI should be accompanied by the required documentation on the product(s) in question. 126 

 127 

manufacturer 128 

A company that produces, packages, repackages, labels and/or relabels pharmaceutical 129 

products. 130 

 131 

pharmaceutical product 132 

Any substance or combination of substances marketed or manufactured to be marketed for 133 

treating or preventing disease in human beings, or with a view to making a medical diagnosis in 134 

human beings, or to restoring, correcting or modifying physiological functions in human beings. 135 

 136 

 137 

 138 
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prequalification 139 

Standardized quality assessment procedure of WHO to evaluate the acceptability, in principle, 140 

of pharmaceutical products for purchase by United Nations agencies. Agencies using 141 

information resulting from the prequalification procedure should perform additional steps of 142 

qualification prior to purchasing, such as ensuring financial stability and standing of the supplier, 143 

ability to supply the required quantities, security of the supply chain, pre-shipment quality 144 

control and other related aspects. 145 

 146 

 147 

WHO listed regulatory authority (WLA) 148 

- A national or regional regulatory authority that has successfully completed assessment 149 

via the WHO Global Bench Marking Assessment Tool (GBT) at maturity level 4 and 150 

undergone the performance evaluation phase for publicly designating regulatory 151 

authorities as a WHO Listed Authority 152 

- Only in relation to good manufacturing practices (GMP) inspections: a medicine 153 

regulatory authority that is a member of the Pharmaceutical Inspection Co-operation 154 

Scheme (PIC/S) as specified at http://www.picscheme.org. 155 

 156 

 157 

Maturity level 3 or 4 regulatory authority (ML3/ML4 NRA) 158 

A national regulatory agency or regional regulatory network included in the WHO list of 159 

national regulatory authorities operating at maturity level 3 or 4 as benchmarked against the 160 

GBT 161 

 162 

3.  Purpose and principles 163 

The purpose of this WHO procedure is to evaluate whether certain pharmaceutical products 164 

(considered by WHO to be vital for the prevention and treatment of human immunodeficiency 165 

virus/acquired immunodeficiency syndrome (HIV/AIDS), tuberculosis, malaria and other 166 

diseases, or for reproductive health) meet the requirements recommended by WHO and are 167 

manufactured in compliance with current good manufacturing practices (hereinafter referred 168 

to as GMP). 169 

 170 

This procedure established by WHO is based on the following principles:2 171 

• the medicines eligible for prequalification are listed in invitations for EOI published on the WHO 172 

web site  173 

• a general understanding of the production and quality control activities of the manufacturer; 174 
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• assessment of pharmaceutical product data and information on safety, efficacy and quality 175 

submitted by the manufacturer, including product formulation, manufacture and test data 176 

and results; 177 

• inspection of finished pharmaceutical product (FPP) and active pharmaceutical ingredient 178 

(API) manufacturing site(s) for compliance with GMP; 179 

• inspection of clinical testing units or contract research organizations (CROs) performing 180 

clinical trials for compliance with current good clinical practices (hereinafter referred to as 181 

GCP) and current good laboratory practices (hereinafter referred to as GLP); 182 

• reliance on the information supplied by WLAs and ML3/ML4 NRAs; 183 

• random sampling and testing of pharmaceutical products supplied; 184 

• handling of complaints and recalls reported to WHO; and 185 

• monitoring of complaints from agencies and countries. 186 

 187 

WHO may collaborate with national regulatory authorities (NRAs) regarding dossier 188 

assessments and inspections. Subject to the terms of section 4 below, the prequalification of a 189 

product may also be based on approval by WLA or an ML 3/ 4 NRA. 190 

 191 

WHO recommends that applicants expressing interest in participation in the prequalification 192 

procedure inform the NRAs in the country of manufacture of their intention and request them 193 

to collaborate with WHO in the quality assessment process. It is recommended that applicants 194 

provide the NRAs with the necessary authorization to discuss the relevant product files with 195 

WHO representatives during dossier assessment and site inspections (subject to appropriate 196 

confidentiality provisions, if necessary). 197 

 198 

 199 

4.  Steps of the procedure 200 

WHO undertakes a comprehensive evaluation of the quality of pharmaceutical products, based 201 

on information submitted by the applicants, and inspection of the relevant manufacturing and 202 

clinical sites. (A flowchart showing the prequalification process is provided in Appendix 1.) 203 

 204 

At regular intervals, and also taking into consideration pertinent input received from relevant 205 

United Nations agencies, WHO will publish an invitation to interested parties, requesting them 206 

to voluntarily participate in this procedure in respect of the products mentioned in the 207 

invitation. 208 

 209 
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By submitting an EOI, the applicant undertakes to share information with WHO on all relevant 210 

aspects of manufacture and control of the specified products along with changes made and/or 211 

planned. Interested applicants provide the necessary information to WHO by submitting a 212 

product dossier in the prescribed format, and other information as requested.  213 

 214 

The procedure will normally include: 215 

• assessment of product dossiers, which must include product data and information as 216 

specified in the guidelines for submission, available on the WHO web site  217 

• inspection of manufacturing sites of FPPs and active pharmaceutical ingredients (APIs), to 218 

assess compliance with GMP;  219 

• inspection of clinical sites (if applicable), to assess compliance with GCP and GLP as 220 

appropriate. 221 

 222 

If the evaluation above demonstrates that a product and its corresponding manufacturing (and 223 

clinical) site(s) meet WHO-recommended standards, the product will be included in the list of 224 

pharmaceutical products that are considered to be acceptable, in principle, for procurement by 225 

United Nations agencies. 226 

 227 

WHO reserves the right to terminate the evaluation of a specific product if the applicant is not 228 

able to provide the required information, and/or is unable to implement any corrective actions 229 

which WHO may require within a specified time period, or when the information supplied is 230 

inadequate to complete this procedure. 231 

 232 

WHO recognizes the evaluation of relevant products by WLAs which apply standards for quality 233 

equivalent to those recommended by WHO. Provided that the NRA is willing to share certain 234 

information with WHO on the products in question, WHO will consider such products for 235 

inclusion in the list of WHO-prequalified products via an abridged pathway and according to the 236 

applicable submission guideline available on the prequalification web site. It will do so as and 237 

when information about such products becomes available to WHO and when the holders of the 238 

regulatory approval of such products express their interest in having these products 239 

prequalified by WHO. These products will be added to the list of products prequalified by WHO, 240 

on the basis of the scientific assessment and inspections conducted by the regulatory authority 241 

concerned, and the exchange of relevant information between the regulatory authority and 242 

WHO.  243 

 244 

WHO acknowledges the evaluation of relevant products by ML3/ML4 NRAs which apply 245 

standards for quality equivalent to those recommended by WHO. Provided that the NRA is 246 
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willing to share certain information with WHO on the products in question, WHO will consider 247 

such products for inclusion in the list of WHO-prequalified products via a facilitated/reliance 248 

based1 full assessment pathway and according to the applicable submission guideline available 249 

on the prequalification web site. It will do so as and when information about such products 250 

becomes available to WHO and when the holders of the regulatory approval of such products 251 

express their interest in having these products prequalified by WHO. These products will be 252 

added to the list of products prequalified by WHO, based on the complete dossier information 253 

submitted by the applicant and the scientific assessment and inspections conducted by the 254 

regulatory authority concerned, and the exchange of relevant information between the regulatory 255 

authority and WHO. 256 

An inspection of a manufacturer or CRO may not be required if: 257 

1. There has been an inspection by a WLA or ML3/ML4 NRA; and 258 

2. The inspection was conducted within the last three years; and 259 

3. Information on the inspection (including inspection report and responses to any deficiencies) 260 

is available for review by WHO; and  261 

4. Based on this and other available information, it is determined2 that the site(s) in question 262 

meet(s) the applicable WHO-recommended standards. 263 

 264 

With a view to coordinating inspection activities, avoiding duplication and promoting 265 

information sharing without prejudice to the protection of any confidential and or proprietary 266 

information of the applicants and manufacturers in accordance with the terms of this 267 

procedure, WHO may disclose inspection related information to regulatory authorities of WHO 268 

Member States as well as to regulatory authorities that are members of the PIC/S.  269 

 270 

 271 

5. Invitation for expressions of interest 272 

The pharmaceutical products listed in an invitation for EOIs are considered by WHO to be vital 273 

for the effective treatment and prevention of the specified diseases (including HIV/AIDS, 274 

malaria and tuberculosis) or for reproductive health. These products are normally included in 275 

 
1 Such reliance on the work of the ML3/ML4 NRA could be partial, for example with respect to the quality 

assessment only or the safety/efficacy assessment only, or complete and cover all aspects of the dossier. 
2 Taking into account any known specific risk(s) associated with the product(s), the results of previous inspections 

conducted by WHO or a WLA or an ML3/ML4 NRA, any complaints (if known), the scope and detail of the 

inspection report, the number and type of any GMP deficiencies reported, the comprehensiveness of the 

manufacturer's response and the timelines for implementation of corrective action(s). 
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either the WHO Model List of Essential Medicines or the relevant WHO treatment guidelines 276 

and recommendations (or both). 277 

 278 

The products included in the WHO Model List of Essential Medicines are those that satisfy the 279 

priority health-care needs of a population. They are selected, among other criteria, on the basis 280 

of disease prevalence, evidence on efficacy and safety, and analysis of comparative cost-281 

effectiveness. Products included in WHO treatment guidelines are selected on the basis of an 282 

assessment of the evidence for benefits, risks, costs and appropriateness for use in a variety of 283 

situations, taking into account the needs of special populations and the values and preferences 284 

of the groups (professional and patient) using them. 285 

 286 

Each invitation will be open and transparent, inviting all relevant parties to submit an EOI for 287 

the pharmaceutical products listed. Such an invitation will normally be published on the WHO 288 

web site and possibly also through other media, such as the international press. 289 

 290 

In situations of high public health concern as determined by WHO, the Organization may also 291 

directly invite relevant parties to submit specified product dossiers for evaluation by WHO 292 

under this procedure without publication of an invitation for EOI. 293 

 294 

 295 

6.  Data and information to be submitted 296 

Interested parties are expected to submit documentation on the pharmaceutical products as 297 

called for in the invitation for EOIs. Applicants should submit their product dossiers with the 298 

required information to the WHO focal point while the product remains invited,. Guidance and 299 

instructions developed for the submission of the dossiers are made available on the WHO web 300 

site. 301 

 302 

Normally the applicants who participate in the WHO prequalification scheme for 303 

pharmaceutical products are the manufacturers of the FPPs, as specified in the invitations for 304 

EOIs. In the case that an applicant is not the manufacturer of the FPP, all relevant 305 

documentation, including (but not limited to) contract manufacturing documentation, should 306 

be submitted, demonstrating that the applicant is in full control of the manufacturing process 307 

for, and quality assurance of, the products submitted for prequalification.  308 

 309 
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In submitting an EOI for product evaluation, the applicant should send the following to the 310 

WHO focal point: 311 

• a covering letter, expressing interest in participating in the WHO prequalification procedure 312 

and confirming that the information submitted in the product dossier is complete and 313 

correct; 314 

• a product dossier, in the format specified in the WHO guidance documents on submitting 315 

product data and information; 316 

• product samples, to enable visual examination and chemical and pharmaceutical analysis; 317 

• a site master file (SMF) for each manufacturing site listed in the product dossier, in the 318 

format specified in the WHO guidance documents for submitting an SMF; and 319 

• a contract research organization master file (CROMF) for each clinical site listed in the 320 

dossier, in the format specified in the WHO guidance documents for submitting a CROMF. 321 

 322 

All documentation should be submitted in English.  323 

 324 

For the purposes of this procedure, different requirements for documentation to be submitted 325 

apply to the following categories of products: 326 

• multisource (generic) FPPs to be assessed by WHO;  327 

• multisource (generic) FPPs approved by ML3/ML4 NRAs  328 

• innovator FPPs approved by WLAs; and 329 

• multisource (generic) FPPs approved by WLAs. 330 

 331 

The documentation requirements for each of the above categories can be found on the WHO 332 

prequalification web site. These requirements may be revised from time to time. 333 

 334 

Multisource generic products must be shown, either directly or indirectly, to be therapeutically 335 

equivalent to the comparator product if they are to be considered interchangeable. WHO will 336 

maintain and make public the list of comparator products for this purpose. The WHO web site 337 

provides guidance on the evidence needed for a product to be considered equivalent without 338 

the need for in vivo equivalence studies (i.e., application of biowaiver). 339 

 340 

If considered necessary or desirable by either party, and before the actual evaluation 341 

process starts, a discussion may be held between the manufacturer and WHO. This meeting 342 

should be scheduled as early as possible with a predefined agenda to address questions sent in 343 

advance to WHO by the manufacturer. 344 

 345 
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 346 

7.  Screening of dossiers submitted 347 

Each product dossier submitted by an applicant will be screened for completeness before being 348 

evaluated. Dossiers submitted for products which are not listed in an invitation for EOIs or have 349 

not otherwise been invited by WHO will not be accepted for assessment. 350 

 351 

Similarly WHO will not consider dossiers that are incomplete. The applicant will be informed 352 

that an incomplete dossier has been received and will be requested to complete the dossier 353 

within a specified time period. In the event of non-compliance, the dossier may be rejected on 354 

grounds of incompleteness.. Dossiers that are considered complete as the result of the 355 

screening will be retained by WHO for assessment.  356 

 357 

After screening, if the dossier is accepted for assessment the applicant will be informed of this, 358 

including the dossier reference number, by letter. This letter will serve as an agreement 359 

between WHO and the applicant for the participation in prequalification and a commitment to 360 

comply with the provisions of the prequalification procedure. 361 

 362 

8.  Dossier assessment 363 

 364 

The product information submitted in the dossiers will be assessed by teams of experts 365 

(assessors) appointed by WHO. The assessors involved in dossier assessment must have the 366 

relevant qualifications and experience in the fields of pharmaceutical development, quality 367 

assessment of pharmaceutical products, quality assurance, biopharmaceutics and other 368 

relevant fields. The assessors will be appointed in accordance with a standard operating 369 

procedure (SOP) established by WHO. The assessors should preferably be from NRAs and they 370 

will act as temporary advisers to WHO. The assessors must comply with the confidentiality and 371 

conflict of interest rules of WHO, as laid down in the relevant sections of this procedure. 372 

 373 

The assessment of product dossiers will be done in accordance with SOPs established by WHO 374 

for that purpose so as to ensure uniformity in evaluation and timeliness of assessment activities. 375 

If needed, WHO may provide training to these experts. 376 

 377 

Following the assessment of each part of the dossier, a report will be provided to the applicant. 378 

Applicants are expected to submit responses to comments and any additional information that 379 



  

Working document QAS/25.974 
          Page 13 

 
may be requested as soon as possible. Within a time stipulated for each deficiency letter, the 380 

applicant should submit responses to WHO  addressing all queries. The procedure is usually 381 

suspended (i.e. WHO will not undertake any further action) until all required responses and any 382 

additional information is received by WHO. 383 

 384 

Each applicant may request a hearing or meeting with the WHO experts involved in the 385 

assessment of this applicant’s dossier to clarify issues identified by the WHO experts. WHO may 386 

provide technical assistance to applicants regarding appropriate product information to be 387 

submitted as well as production and control requirements. 388 

 389 

9.  Site inspection 390 

 391 

WHO will plan and coordinate, in accordance with SOPs established by WHO and based on 392 

quality risk management (QRM) principles, the performance of inspections of the site(s) of 393 

manufacture of the API(s) and the FPP, and of the clinical testing units or CROs.  394 

 395 

The following factors will be taken into account when planning inspections:  396 

• the results of previous inspection(s) by WHO or aWLA or ML3 / ML4 NRA, and history of 397 

compliance of the company or facility with GMP, GCP and or GLP as appropriate;  398 

• the outcome of the assessment of data submitted to WHO; 399 

• complexity of the site, processes and product; 400 

• number and significance of known quality defects (e.g. complaints, recalls);  401 

• major changes to, e.g. buildings, equipment, processes, key personnel;  402 

• site experience with manufacturing and testing of a product; and 403 

• test results of official control laboratories.  404 

 405 

The inspections of the manufacturing site(s) are conducted to assess compliance with GMP as 406 

recommended by WHO and include data verification. SMFs submitted by the applicant will be 407 

reviewed before an inspection is performed. 408 

 409 

The inspections of clinical testing units or CROs are carried out to assess compliance with GCP 410 

and GLP, and to perform data verification.  411 

 412 
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The WHO norms and standards applicable to inspections of APIs and FPPs, and of clinical testing 413 

units or CROs, can be found on the WHO web site. These requirements may be revised from 414 

time to time. 415 

 416 

The inspections will be performed by a team of inspectors usually including experts appointed 417 

by WHO, preferably from NRA inspectorates, who will act as temporary advisers to WHO. The 418 

inspectors must have the relevant qualifications and experience to perform such inspections, 419 

be competent in areas such as production and quality control of pharmaceuticals, and have 420 

appropriate experience in GMP and GCP or GLP. The inspectors must comply with the 421 

confidentiality and conflict of interest rules of WHO, as laid down in the relevant sections of this 422 

procedure. If needed, WHO may provide training to these experts. 423 

 424 

A WHO staff member will coordinate the team and will normally lead the inspection team. Each 425 

team will perform the inspections and report its findings to WHO in accordance with SOPs 426 

established by WHO for that purpose so as to ensure a standard harmonized approach. A 427 

representative of the NRA of the country of manufacture would normally be expected to 428 

accompany the team to the manufacturing and testing facilities to assess the compliance with 429 

GMP and GCP or GLP. 430 

 431 

In accordance with SOPs established by WHO and based on QRM principles, an on-site 432 

inspection by a WHO inspection team may be waived provided that the site in question is found 433 

to meet the applicable WHO-recommended standards following a desk review of requested 434 

inspection reports, the manufacturers response(s) to the relevant inspectorate describing 435 

corrective actions to any deficiencies identified in the inspection reports and an acceptable 436 

product quality review report for the identified product(s). 437 

 438 

 439 

10.  Reporting and communication of the results of the 440 

evaluation 441 

 442 

Each assessment and inspection team will finalize its reports according to the established WHO 443 

SOP and format, describing the findings and including recommendations to the applicant, 444 

manufacturer(s) and/or CROs where relevant. 445 

 446 
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The findings from the dossier assessment including, but not limited to, deficiencies of the 447 

documentation and data submitted, shall be communicated in writing to the applicant 448 

requesting submission of the missing data and information, as appropriate. 449 

 450 

The inspection report will be communicated to the manufacturer or CRO as applicable. With 451 

the written agreement of the manufacturer or CRO, a copy of the inspection report may also be 452 

provided to the applicant (if other than the manufacturer or CRO). If any additional information 453 

is required, or corrective action has to be taken by the manufacturer or CRO, WHO will 454 

postpone its decision on the acceptability of the site(s) concerned until such information has 455 

been evaluated or the corrective action has been taken and found satisfactory in light of the 456 

specified standards. 457 

 458 

WHO reserves the right to terminate this procedure for a specific product if the applicant is not 459 

able to provide the required information or implement the corrective actions within a specified 460 

time period, or if the information supplied is inadequate to complete this procedure. 461 

 462 

In the event of any disagreement between an applicant and WHO, an SOP established by WHO 463 

for the handling of such disagreements will be followed to discuss and resolve the issue. 464 

 465 

As WHO is responsible for the prequalification procedure, the ownership of the reports lies with 466 

WHO. Thus, WHO shall be entitled to use and publish such reports subject always, however, to 467 

the protection of any commercially sensitive confidential information of the applicant, 468 

manufacturer(s) and/or testing organization(s). “Confidential information” in this context 469 

means: 470 

• confidential intellectual property, know-how and trade secrets (including, e.g. formulas, 471 

processes or information contained or embodied in a product, unpublished aspects of trade 472 

marks, patents, etc.); and 473 

• commercial confidences (e.g. structures and development plans of a company). 474 

 475 

Provisions of confidentiality will be contained in the exchange of letters, to be concluded before 476 

the assessment of the product dossier or inspection of the manufacturing and clinical sites, 477 

between WHO and each applicant, manufacturer or CRO. 478 

 479 

Notwithstanding the foregoing, WHO reserves the right to share the full assessment and 480 

inspection reports with the relevant authorities of any interested Member State of the 481 

Organization and interested United Nations agencies. 482 
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 483 

11.  Outcome of the prequalification procedure 484 

 485 

Once WHO is satisfied that this procedure is complete for the relevant product, and that the 486 

WHO-recommended standards are met, the product, as manufactured at the specified 487 

manufacturing site(s), will be included in the list of prequalified pharmaceutical products. The 488 

list of prequalified pharmaceutical products will be compiled in accordance with an SOP 489 

established by WHO for final decision-making on inclusion in the list. The list will be published 490 

on the WHO web site and will specify the characteristics of the prequalified pharmaceutical 491 

products, as described in Appendix 2 to this procedure. 492 

 493 

Each applicant will receive a letter of prequalification from WHO informing it of the outcome of 494 

the quality assessment process in regard of the submitted product(s). Once the product(s) are 495 

included in the list of prequalified pharmaceutical products, the applicant shall be responsible 496 

for keeping WHO continuously updated on all relevant aspects of the manufacture and control 497 

of such product(s) and to meet any requirements, as agreed with WHO. 498 

 499 

In accordance with World Health Assembly Resolution WHA57.14 of 22 May 2004, WHO will – 500 

subject to the protection of any commercially sensitive confidential information – publish WHO 501 

Public Assessment Reports (WHOPAR(s)) on the product dossier assessments and WHO Public 502 

Inspection Reports (WHOPIR(s)) on the manufacturers and CROs, that were found to be in 503 

compliance with WHO-recommended guidelines and standards. These reports will be published 504 

on the WHO web site. Subject always to the protection of commercially sensitive confidential 505 

information, WHO shall also be entitled to publish negative evaluation outcomes in accordance 506 

with SOPs established by WHO. These include notices of concern as well as notices of 507 

suspension. 508 

 509 

The decision to list a pharmaceutical product is made based upon information available to WHO 510 

at that time, i.e. information in the submitted dossier and on the status of GMP, GLP and GCP at 511 

the facilities used in the manufacture and testing of the product at the time of the site 512 

inspection(s) conducted by WHO or at the time of the site inspection(s) conducted by a WLA or 513 

ML3/ML4 NRA, the outcome of which has been determined by WHO to meet the applicable 514 

WHO-recommended standards, in accordance with the terms of this procedure. This decision is 515 

subject to change on the basis of new information that may become available to WHO. If 516 

serious safety and/or quality concerns arise in relation to a prequalified product, WHO may 517 

delist the product after evaluation of the new evidence and a risk–benefit assessment, or may 518 
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suspend the product until results of further investigations become available and are evaluated 519 

by WHO. 520 

 521 

12.  Maintenance of prequalification status 522 

 523 

Applicants are required to communicate details to WHO of any changes (variations) in 524 

manufacture and control that may have an impact on the safety, efficacy and quality of the 525 

product.  526 

 527 

Guidance on variations to prequalified dossiers as can be found on the WHO web site.. These 528 

requirements may be revised from time to time. 529 

 530 

It is the applicant’s responsibility to provide WHO with the appropriate documentation 531 

(referring to relevant parts of the dossier) to prove that any intended or implemented variation 532 

will not have a negative impact on the quality of the product that has been prequalified. WHO 533 

will undertake an evaluation of variations according to the established WHO guidelines and 534 

SOPs and communicate the outcome to the applicant within the prescribed time lines. 535 

Adherence to the reporting requirements will be verified during the inspections carried out by 536 

WHO. 537 

 538 

Random samples of prequalified products supplied by listed manufacturers or applicants will be 539 

taken for independent testing of final product characteristics. Certificates of analysis of final 540 

products released by the manufacturer and specifications for test methods should be provided 541 

by the manufacturer or applicant to WHO for review upon request. In the event of failure to 542 

meet the established criteria for testing, WHO will investigate the problem and communicate 543 

the outcome of this investigation to the manufacturer and applicant, if other than the 544 

manufacturer. 545 

 546 

Complaints concerning prequalified pharmaceutical products communicated to WHO will be 547 

investigated in accordance with an SOP established by WHO for that purpose. After 548 

investigation, WHO will provide a written report of the problem and include recommendations 549 

for action where relevant. WHO will make the report available to the applicant/manufacturer, 550 

and to the NRA of the country where the manufacturing site is located. Subject always to the 551 

protection of commercially sensitive information as referred to above, WHO shall be entitled to 552 

make such reports public. In addition, WHO reserves the right to share the full report with the 553 
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relevant authorities of interested Member States of the Organization and interested United 554 

Nations agencies. 555 

 556 

Manufacturers of prequalified pharmaceutical products and associated API manufacturers will 557 

be re-inspected at regular intervals as determined by WHO, but normally at least once every 558 

three years. Re-inspections are conducted to verify compliance with GMP as recommended by 559 

WHO and include data verification. 560 

 561 

Furthermore, in order to maintain their prequalification status, WHO will arrange for 562 

prequalified pharmaceutical products to be requalified at regular intervals.  563 

 564 

Every five years from the date of prequalification, or when requested to do so by the WHO 565 

Prequalification of Medicines Programme, the holder of a prequalified product is required to 566 

submit data and information in relation to the product to WHO for assessment. The purpose of 567 

this assessment is to verify that the product conforms to information and data submitted in 568 

relation to prequalification, conforms to current norms and standards, and to verify the 569 

consistency of the quality of the product and its manufacturing process(es) over the identified 570 

period.  571 

 572 

The procedure and guidelines on the requalification of prequalified products can be found on 573 

the WHO web site. These requirements may be revised from time to time. Re-inspection and/or 574 

requalification may also be performed: 575 

− if any fraud or omissions by the applicant, manufacturer(s) of an FPP or API, or CROs in the 576 

initial assessment procedure or during the follow-up activities, become evident; and 577 

− if WHO or any United Nations agency considers that a batch or batches of supplied 578 

prequalified pharmaceutical products are not in compliance with the specifications which 579 

were found to be applicable upon prequalification 580 

 581 

If, as a result of re-inspection or requalification, it is found that a product and/or specified 582 

manufacturing site no longer complies with the WHO-recommended standards, such products 583 

and manufacturing sites may be suspended or removed from the list of prequalified 584 

pharmaceutical products. Failure of a manufacturer or applicant to participate in re-inspection 585 

or requalification (as applicable) may also lead to suspension or removal from this list. 586 

 587 
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13.  Cost recovery 588 

 589 

WHO reserves the right to charge for this procedure on a cost recovery basis. 590 

 591 

14.  Confidentiality undertaking 592 

 593 

The assessors and inspectors will treat all information to which they will gain access during the 594 

assessments and inspections, or otherwise in connection with the discharge of their 595 

responsibilities in regard to the above-mentioned project, as confidential and proprietary to 596 

WHO or parties collaborating with WHO in accordance with the terms set forth below. 597 

 598 

Assessors and inspectors will take all reasonable measures to ensure that confidential 599 

information: 600 

• is not used for any purpose other than the assessment/inspection activities described in this 601 

document; and  602 

• is not disclosed or provided to any person who is not bound by similar obligations of 603 

confidentiality and non-use as contained herein. 604 

 605 

Assessors and inspectors will not, however, be bound by any obligations of confidentiality and 606 

non-use to the extent they are clearly able to demonstrate that any part of the confidential 607 

information: 608 

• was known to them prior to any disclosure by or on behalf of WHO (including by 609 

manufacturers); or 610 

• was in the public domain at the time of disclosure by or on behalf of WHO (including by 611 

manufacturers); or 612 

• has become part of the public domain through no fault of theirs; or 613 

• has become available to them from a third party not in breach of any legal obligations of 614 

confidentiality. 615 

 616 

15.  Conflict of interest 617 

 618 

Before undertaking the work, each assessor and inspector will also (in addition to the above-619 

mentioned confidentiality undertaking) be required to sign a declaration of interest. If, based 620 

on this declaration of interest, it is felt that there is no risk of a real or perceived conflict of 621 
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interest (or it is felt that there is only an insignificant and/or irrelevant conflict of interest), and 622 

it is thus deemed appropriate for the assessor or inspector in question to undertake this work, 623 

he/she will discharge his/her functions exclusively as adviser to WHO. In this connection, each 624 

assessor and inspector is required to confirm that the information disclosed by him/her in the 625 

declaration of interest is correct and complete, and that he/she will immediately notify WHO of 626 

any change in this information. 627 

 628 

All inspectors furthermore agree that, at the manufacturer’s or CRO’s request, WHO will advise 629 

the manufacturer or CRO, in advance, of the identity of each inspector and the composition of 630 

the team performing the site inspection, and provide curricula vitae of the inspectors. The 631 

manufacturer or CRO then has the opportunity to express possible concerns regarding any of 632 

the inspectors to WHO before the visit. If such concerns cannot be resolved in consultation with 633 

WHO, the manufacturer or CRO may object to a team member’s participation in the site visit. 634 

Such an objection must be made known to WHO by the manufacturer or CRO within 10 days of 635 

receipt of the proposed team composition. In the event of such an objection, WHO reserves the 636 

right to cancel all or part of its agreement with, and the activities to be undertaken by, that 637 

inspector. 638 

639 
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Appendix 1 640 

 641 

Flowchart of WHO prequalification of pharmaceutical products 642 

 643 

 644 

 645 

 646 

 647 

 648 

649 

1. EOI by applicant to participate in WHO 
Prequalification Programme 

4. Final decision on prequalification  
In the case that the product dossier and inspected manufacturing and clinical sites are 
found to be acceptable (i.e. to be in compliance with WHO-recommended standards). 

3A. Assessment of dossiers  
by WHO in two parallel tracks: 
– quality part 
– clinical part 
Communication with the applicant  
Results from dossier assessment 
(including deficiencies found) are 
communicated to the applicant. If 
corrective actions are required, WHO 
will postpone its decision on the 
acceptability of data and information 

presented. 

3B. Inspection in three parallel tracks: 
– manufacturing site of FPPs 
– manufacturing site of APIs 
– clinical research sites 
Communication with the applicant, 
manufacturer and CRO 
Results from inspections are 
communicated to the manufacturer or 
CRO, as applicable. If corrective actions are 
required, WHO will postpone its decision 
on the acceptability of the respective sites. 

2. Receipt and processing of EOIs and accompanying 
documentation by WHO Prequalification Programme 

5. Listing of prequalified product  
and manufacturing site(s) on the WHO web site 
Publication of WHOPIRS and WHOPARs. 
 
 

6. Maintenance of list of prequalified products 
Sampling and testing, handling of variations and complaints, re-inspection, 
requalification, etc. WHO may suspend or remove products from the list. 
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EOI, expression of interest; FPP, finished pharmaceutical product; API, active pharmaceutical 650 

ingredient; CRO, contract research organization; WHOPIR, public inspection report; WHOPAR, 651 

public assessment report.  652 

653 
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Appendix 2 654 

 655 

Characteristics of the prequalified pharmaceutical product to be made available for public 656 

access on the WHO web site 657 

 658 

• WHO product reference number 659 

• International Nonproprietary Name (INN) of active pharmaceutical 660 

ingredient(s) (API(s)) 661 

• dosage form and strength 662 

• trade name(s) of the product (if applicable) 663 

• name of applicant and official address 664 

• name of manufacturer of finished pharmaceutical product (FPP) 665 

• physical address of manufacturing site(s) (and unit, if applicable) 666 

• name of API manufacturer, physical address of manufacturing site(s)  667 

(and unit, if applicable) 668 

• product description (as in FPP specifications, i.e. coated, scored, etc.) 669 

• pack size(s), primary and secondary packaging material(s) 670 

• storage conditions 671 

• shelf-life (provisional, if applicable) 672 

• summary of product characteristics 673 

• package leaflet 674 

• labelling 675 

 676 

** 677 


